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Abstract
Brain abscess represents a significant medical problem despite recent advances made in detection
and therapy. Due to the emergence of multi-drug resistant strains and the ubiquitous nature of
bacteria, the occurrence of brain abscess is likely to persist. Our laboratory has developed a mouse
experimental brain abscess model allowing for the identification of key mediators in the CNS anti-
bacterial immune response through the use of cytokine and chemokine knockout mice. Studies of
primary microglia and astrocytes from neonatal mice have revealed that S. aureus, one of the main
etiologic agents of brain abscess in humans, is a potent stimulus for proinflammatory mediator
production. Recent evidence from our laboratory indicates that Toll-like receptor 2 plays a pivotal
role in the recognition of S. aureus and its cell wall product peptidoglycan by glia, although other
receptors also participate in the recognition event. This review will summarize the consequences
of  S. aureus on CNS glial activation and the resultant neuroinflammatory response in the
experimental brain abscess model.
Pathogenesis of brain abscess
Brain abscesses develop in response to a parenchymal
infection with pyogenic bacteria, beginning as a localized
area of cerebritis and evolving into a suppurative lesion
surrounded by a well-vascularized fibrotic capsule. The
leading etiologic agents of brain abscess are the streptococ-
cal strains and S. aureus, although a myriad of other organ-
isms have also been reported [1,2]. Brain abscess
represents a significant medical problem, accounting for
one in every 10,000 hospital admissions in the United
States, and remains a serious situation despite recent
advances made in detection and therapy [2]. In addition,
the emergence of multi-drug resistant strains of bacteria
has become a confounding factor. Following infection,
the potential sequelae of brain abscess include the
replacement of the abscessed area with a fibrotic scar, loss
of brain tissue by surgical excision, or abscess rupture and
death. Indeed, if not detected early, an abscess has the
potential to rupture into the ventricular space, a serious
complication with an 80% mortality rate [1]. The most
common sources of brain abscess are direct or indirect cra-
nial infection arising from the paranasal sinuses, middle
ear, and teeth. Other routes include seeding of the brain
from distant sites of infection in the body (i.e. endocardi-
tis) or penetrating trauma to the head. Following brain
abscess resolution patients may experience long-term
complications including seizures, loss of mental acuity,
and focal neurological defects that are lesion site-depend-
ent.
At the histological level, brain abscess is typified by a
sequential series of pathological changes that have been
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elucidated using the experimental rodent models
described in detail below [3-7]. Staging of brain abscess in
humans has been based on findings obtained during CT
or MRI scans. The early stage or early cerebritis occurs
from days 1–3 and is typified by neutrophil accumula-
tion, tissue necrosis, and edema. Microglial and astrocyte
activation is also evident at this stage and persists through-
out abscess development. The intermediate, or late cereb-
ritis stage, occurs from days 4–9 and is associated with a
predominant macrophage and lymphocyte infiltrate. The
final or capsule stage occurs from days 10 onward and is
associated with the formation of a well-vascularized
Immunopathogenesis of brain abscess Figure 1
Immunopathogenesis of brain abscess. Pyogenic bacteria such as S. aureus induce a localized suppurative lesion typified by 
direct damage to CNS parenchyma and subsequent tissue necrosis. Bacterial recognition by Toll-like receptor 2 (TLR2; Y) 
leads to the activation of resident astrocytes and the elaboration of numerous proinflammatory cytokines and chemokines. 
Microglia produce a similar array of proinflammatory mediators following bacterial stimulation; however, the receptor(s) 
responsible for S. aureus recognition and subsequent cell activation remain to be identified. Both microglia and astrocytes uti-
lize TLR2 to recognize peptidoglycan (PGN) from the bacterial cell wall. Proinflammatory cytokine release leads to blood-brain 
barrier (BBB) compromise and the entry of macromolecules such as albumin and IgG into the CNS parenchyma. In addition, 
cytokines induce the expression of adhesion molecules (ICAM, intercellular adhesion molecule; VCAM, vascular cell adhesion 
molecule) which facilitate the extravasation of peripheral immune cells such as neutrophils, macrophages, and T cells into the 
evolving abscess. Newly recruited peripheral immune cells can be activated by both bacteria and cytokines released by acti-
vated glia, effectively perpetuating the anti-bacterial immune response that is thought to contribute, in part, to disease 
pathogenesis.
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abscess wall, in effect sequestering the lesion and protect-
ing the surrounding normal brain parenchyma from addi-
tional damage. In addition to limiting the extent of
infection, the immune response that is an essential part of
abscess formation also destroys surrounding normal
brain tissue. This is supported by findings in experimental
models where lesion sites are greatly exaggerated com-
pared to the localized nature of bacterial growth, reminis-
cent of an over-active immune response [5,8,9]. This
phenomenon is also observed in human brain abscess,
where lesions can encompass a large portion of brain tis-
sue, often spreading well beyond the initial focus of infec-
tion. Therefore, controlling the intensity and/or duration
of the anti-bacterial immune response in the brain may
allow for effective elimination of bacteria while minimiz-
ing damage to surrounding brain tissue. The mechanisms
elucidated to date in the immunopathogenesis of brain
abscess are depicted in Figure 1.
S. aureus-induced experimental brain abscess 
model
Although case reports of brain abscess in humans are rel-
atively numerous, studies describing the nature of the
ensuing CNS and peripheral immune responses are rare.
Therefore, our laboratory has developed a mouse experi-
mental brain abscess model to elucidate the importance
of host immune factors in disease pathogenesis [5,7-9].
Our mouse model was modified based on a previously
published model in the rat [3] and utilizes S. aureus, one
of the main etiologic agents of brain abscess in humans.
The mouse brain abscess model accurately reflects the
course of disease progression in humans, providing an
excellent model system to study immunological pathways
influencing abscess pathogenesis and the effects of thera-
peutic agents on disease outcome. We have successfully
utilized this model to characterize inflammatory media-
tors induced in the brain immediately following S. aureus
exposure [5] as well as identification of bacterial virulence
factors critical for pathogenesis in vivo [8]. For example,
we have demonstrated that S. aureus leads to the immedi-
ate and sustained expression of numerous proinflamma-
tory cytokines and chemokines in the brain including
tumor necrosis factor-alpha (TNF-α), interleukin-6 (IL-6),
IL-1α,β, macrophage inflammatory protein-2 (MIP-2/
CXCL2), monocyte chemoattractant protein-1 (MCP-1/
CCL2), MIP-1α/CCL3, MIP-1β/CCL4, and regulated upon
activation T cell expressed and secreted (RANTES/CCL5)
[5,7-9].
As mentioned earlier, lesion sites in both our experimen-
tal model and in human brain abscess are greatly exagger-
ated compared to the localized nature of bacterial growth,
reminiscent of an over-active immune response. To
account for the enlarged region of affected tissue involve-
ment associated with brain abscesses compared to the rel-
atively focal nature of the initial insult, we have proposed
that proinflammatory mediator production following S.
aureus infection persists, effectively augmenting damage
to surrounding normal brain parenchyma [10]. Specifi-
cally, the continued release of proinflammatory media-
tors by activated glia and infiltrating peripheral immune
cells may act through a positive feedback loop to potenti-
ate the subsequent recruitment and activation of newly
recruited inflammatory cells and glia. This would effec-
tively perpetuate the anti-bacterial inflammatory response
via a vicious pathological circle culminating in extensive
collateral damage to normal brain tissue. Recent studies
support persistent immune activation associated with
experimental brain abscesses with elevated levels of IL-1β,
TNF-α, and MIP-2 detected from 14 to 21 days following
S. aureus exposure [9]. Concomitant with prolonged
proinflammatory mediator expression, S. aureus infection
was found to induce a chronic disruption of the blood-
brain barrier, which correlated with the continued pres-
ence of peripheral immune cell infiltrates and glial activa-
tion [9]. Collectively, these findings suggest that
intervention with anti-inflammatory compounds subse-
quent to sufficient bacterial neutralization may be an
effective strategy to minimize damage to surrounding
brain parenchyma during the course of brain abscess
development, leading to improvements in cognition and
neurological outcomes.
Besides the potential detrimental roles cytokines may
exert on surrounding normal brain parenchyma during
the later stages of brain abscess, numerous proinflamma-
tory cytokines such as IL-1β, TNF-α, and IL-6 may have
beneficial effects on the establishment of host anti-bacte-
rial immune responses. These cytokines exert numerous
functions within CNS tissues including modulation of
blood-brain barrier integrity, induction of adhesion mol-
ecule expression on cerebral microvascular endothelial
cells, and subsequent activation of resident glia and infil-
trating peripheral immune cells [11-17]. We recently
examined the relative importance of IL-1, TNF-α and IL-6
in experimental brain abscess using cytokine knockout
(KO) mice [7]. The IL-1 KO animals used for these studies
were deficient in both IL-1α and IL-1β; therefore, poten-
tial caveats arising from redundancy in the activities of
these two proteins were avoided. Despite the fact that
these cytokines share many overlapping functional activi-
ties, IL-1 and TNF-α appear to play an important role in
dictating the ensuing anti-bacterial response in brain
abscess. This was evident by the finding that bacterial bur-
dens were significantly higher in both IL-1 and TNF-α KOs
compared to wild type mice which correlated with
enhanced mortality rates in both KO strains [7]. In con-
trast, IL-6 was not found to be a major contributor to the
host anti-bacterial immune response. These studies estab-
lished important roles for IL-1 and TNF-α during the acuteJournal of Neuroinflammation 2004, 1:16 http://www.jneuroinflammation.com/content/1/1/16
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phase of experimental brain abscess development, indi-
cating that these cytokines individually dictate essential
functions for the establishment of an effective anti-bacte-
rial response in the CNS parenchyma.
Neutrophils are potent bactericidal effector cells and rep-
resent the major peripheral cell infiltrate associated with
developing brain abscesses [5,9]. Neutrophils exert their
bactericidal activity through the production of reactive
oxygen and nitrogen intermediates and hydrolytic
enzymes that directly destroy bacteria. In addition, neu-
trophils serve as a source of proinflammatory cytokines,
such as TNF-α that serve to amplify the host anti-bacterial
immune response [18,19]. However, the continuous
release of these products by newly recruited and activated
neutrophils can also contribute to tissue damage. There-
fore, depending on the context of inflammation, neu-
trophils can have either beneficial or detrimental effects
on the course of infectious diseases. We have recently
revealed the functional importance of neutrophils in
brain abscess development using antibody-mediated neu-
trophil depletion and CXCR2 KO mice where neutrophils
lack the high-affinity receptor for the neutrophil chemoat-
tractants MIP-2/CXCL2 and KC/CXCL2 [5]. Interestingly,
in spite of elevated levels of the CXCR2 ligands MIP-2 and
KC, neutrophil extravasation was impaired in CXCR2 KO
mice, with cells remaining sequestered within small ves-
sels in developing brain abscesses. Impaired neutrophil
influx into evolving brain abscesses in both CXCR2 KO
and neutrophil-depleted mice led to exacerbated disease
typified by elevated bacterial burdens compared to wild
type animals [5]. These studies demonstrate that CXCR2
ligands are the major chemotactic signals required for
neutrophil influx into brain abscesses and that their activ-
ity cannot be substituted by alternative chemotactic fac-
tors such as complement split products (i.e. C3a, C5a),
prostaglandins, leukotrienes, or other chemokines. Simi-
lar to our findings, the importance of neutrophils in S.
aureus-induced acute cerebritis was demonstrated by Lo et
al. where transient neutrophil depletion resulted in
enhanced pathology [20]. In addition to MIP-2 and KC,
numerous other chemokines are also detected within
evolving brain abscesses including MIP-1α, MIP-1β, MCP-
1, and TCA-3/CCL1 [5,8]. The potential roles these chem-
okines play in the pathogenesis of brain abscess develop-
ment remain to be defined. However, they could be
envisioned to influence the accumulation of monocytes
and lymphocytes into the brain and possibly the estab-
lishment of adaptive immune responses. Indeed, we and
others have demonstrated the influx [21](Kielian, unpub-
lished observations) and generation of S. aureus-specific
lymphocytes [9] in experimental brain abscess.
Staphylococci produce a wide array of virulence determi-
nants that play a role in disease pathogenesis [22,23].
These can be broadly subdivided into surface and extracel-
lular secreted proteins. Surface proteins include structural
components of the bacterial cell wall such as lipoteichoic
acid and peptidoglycan. Secreted proteins are generally
expressed during the exponential phase of bacterial
growth and include such proteins as α-toxin, lipase, and
enterotoxin. We recently reported that virulence factor
production by S. aureus is essential for the establishment
of brain abscess in the experimental mouse model [8].
Specifically, a requirement for ongoing bacterial replica-
tion and/or virulence factor production was supported by
the finding that heat-inactivated bacteria were not suffi-
cient to induce proinflammatory cytokine/chemokine
expression or abscess formation in the brain. Using a
series of S. aureus mutants with various defects in viru-
lence factor expression, we identified α-toxin as a critical
virulence factor determinant in the experimental brain
abscess model. Replication of a S. aureus α-toxin mutant
was significantly attenuated in the brain, which correlated
with a reduction in proinflammatory mediator expression
and the failure to establish a well-defined abscess [8]. We
proposed that in wild type bacteria, α-toxin, which leads
to pore formation in mammalian cell membranes and
subsequent osmotic lysis, serves as an effective mecha-
nism to eliminate CNS resident immunocompetent cells
(i.e. microglia and astrocytes) as well as professional
phagocytes that infiltrate brain abscesses and exert potent
anti-bacterial activity (i.e. neutrophils and macrophages).
This would effectively impair the efficacy of the ensuing
anti-bacterial immune response, allowing bacterial bur-
dens to expand unchecked during the acute phase of dis-
ease. In contrast, in the absence of α-toxin secretion,
resident glia and infiltrating leukocytes would be capable
of rapidly neutralizing bacteria, effectively facilitating the
resolution of infection in a timely manner and thus pre-
venting the establishment of a well-formed abscess. How-
ever, it is likely that additional virulence factors
participate in S. aureus infection in the brain since the α-
toxin mutant was not completely avirulent. Potential can-
didates include V8 protease, staphylococcal enterotoxin B,
and protein A, the latter of which has been shown to bind
to TNF receptor I in the host [24].
Recently, the S. aureus-induced experimental brain abscess
model has been utilized by Stenzel et al. to demonstrate
an important role for astrocytes in dictating the extent of
brain abscess pathology [21]. Using glial fibrillary acidic
protein (GFAP) KO mice, this group showed that brain
abscess pathogenesis was exacerbated in KO animals
where lesions were larger and typified by ill-defined bor-
ders, severe brain edema, and enhanced levels of vasculitis
compared to wild type mice. In addition, GFAP KO mice
exhibited a diffuse leukocyte infiltrate that extended into
the uninfected contralateral hemisphere. Exacerbation of
brain abscess severity in GFAP KO mice was attributed toJournal of Neuroinflammation 2004, 1:16 http://www.jneuroinflammation.com/content/1/1/16
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the absence of a bordering function by astrocytes to con-
tain the infection since strong GFAP immunoreactivity
was observed along the abscess margins in wild type ani-
mals. It is intriguing that the absence of GFAP influences
brain abscess evolution in such a dramatic manner, as
astrocytes are still present and functional in these mice. It
is possible that GFAP expression in activated astrocytes
induces structural changes that influence the local cytoar-
chitecture leading to bacterial dissemination in brain
abscess.
Collectively, the studies to date performed in the mouse
experimental brain abscess model have begun to elucidate
critical mediators in the pathogenesis of disease and host
cytokines that play a pivotal role in the generation of the
CNS anti-bacterial immune response. However, there are
numerous issues that remain to be resolved regarding the
role of inflammatory mediators in the evolution of brain
abscess. For example, the potential importance of other
proinflammatory cytokines and chemokines detected in
brain abscess remain to be defined. In addition, factor(s)
that participate in the initiation of the anti-bacterial adap-
tive immune response remain to be elucidated. Evidence
to support the establishment of an adaptive immune
response is provided by our recent findings that S. aureus-
specific lymphocytes are formed during the later stages of
experimental brain abscess development [9]. It is not
known whether the immune response generated during a
previous brain abscess episode is capable of providing
protection against a second CNS challenge. Another ques-
tion relates to the potential dual role of various proin-
flammatory mediators during the course of brain abscess
pathogenesis. As mentioned above, a dual role for IL-1
and TNF-α has been suggested by our findings that these
cytokines are critical for establishing an effective host anti-
bacterial immune response during the acute stage of brain
abscess development. However, IL-1 and TNF-α expres-
sion persists within brain abscesses for at least 14 to 21
days following infection, suggesting an over-active
immune response that is not down-regulated in a timely
manner. We are currently using knockout mice to investi-
gate the potential dual role these cytokines may exert dur-
ing the evolution of brain abscess. Addressing these issues
may facilitate the design of effective therapeutic regimens
for brain abscess that would be capable of pathogen elim-
ination without the accompanying destruction of sur-
rounding brain parenchyma that normally occurs in
disease.
Responses of microglia to the brain abscess 
pathogen S. aureus
Relevant to our experimental brain abscess model, recent
studies from our laboratory have established that both
intact S. aureus and its cell wall product peptidoglycan
(PGN) serve as potent stimuli for proinflammatory medi-
ator production in primary microglia [5,10,25]. Specifi-
cally, exposure to both stimuli led to a dose- and time-
dependent induction of the proinflammatory cytokines
IL-1β, TNF-α, IL-12 p40, and several chemokines includ-
ing MIP-2, MCP-1, MIP-1α, and MIP-1β. The importance
of microglia in the early host response to infection in
brain abscess is suggested by the fact that proinflamma-
tory mediator production is detected within 1 to 3 hours
following the initial S. aureus infection, well before the
significant accumulation of peripheral immune cell infil-
trates [4]. Another study has also demonstrated that S.
aureus induces IL-1β expression in neonatal rat microglia
[26].
Microglia represent one of the main antigen presenting
cells in the CNS [11,27]. To achieve efficient activation of
antigen-specific T cells, microglia must express sufficient
levels of major histocompatability complex (MHC) class
II (signal I) and co-stimulatory molecules such as CD40,
CD80, and CD86 (signal II). Recognition of signal I with-
out the concomitant engagement of signal II results in T
cell non-responsiveness or anergy. Our group found that
both heat-inactivated S. aureus and PGN are capable of
inducing microglial MHC class II [10,25], CD40, CD80,
and CD86 receptor expression, similar to what has been
described for microglia in response to the gram-negative
bacterial product lipopolysaccharide (LPS) and inter-
feron-γ (IFN-γ) [27-31]. The ability of S. aureus to aug-
ment the expression of receptors that are important for
antigen presentation suggests that the ability of microglia
to present bacterial peptides to antigen-specific T cells
may be greatly enhanced following an initial exposure to
S. aureus. The effects of S. aureus and PGN on microglial
CD40, CD80, CD86, and MHC class II expression may
either be a direct consequence of bacterial stimulation or
indirect via the autocrine action of cytokines produced by
activated microglia.
Microglial activation is a hallmark of brain abscess [4,5,9].
They respond robustly to both S. aureus and PGN with sig-
nificant proinflammatory mediator expression, and many
of these same mediators are persistently elevated in brain
abscess. Drawing on this relationship, we have proposed
that chronic microglial activation may contribute, in part,
to the excessive tissue damage characteristic of brain
abscess. Therefore, attenuating chronic microglial activa-
tion subsequent to effective bacterial elimination in the
brain may result in attenuation of the structural and func-
tional damage associated with brain abscess. We have
recently examined the efficacy of the cyclopentenone
prostaglandin 15d-PGJ2 to modulate microglial responses
to S. aureus [10]. 15d-PGJ2 was found to be a selective and
potent inhibitor of S. aureus-dependent microglial activa-
tion through its ability to significantly attenuate the
expression of numerous proinflammatory cytokines andJournal of Neuroinflammation 2004, 1:16 http://www.jneuroinflammation.com/content/1/1/16
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chemokines of the CC family including IL-1β, TNF-α, IL-
12 p40, MCP-1, and MIP-1β. In addition, 15d-PGJ2 also
selectively inhibited the S. aureus-dependent increase in
microglial TLR2, CD14, MHC class II, and CD40 expres-
sion whereas it had no effect on the co-stimulatory mole-
cules CD80 and CD86. The ability of 15d-PGJ2  to
modulate the expression of these receptors may serve as a
means to regulate microglial and T cell activation during
gram-positive bacterial infections in the CNS. Preventing
microglial activation by 15d-PGJ2 or related compounds
may help to resolve inflammation earlier, resulting in
reductions in brain abscess size and associated damage to
surrounding normal brain parenchyma.
Receptors utilized by microglia for bacterial 
recognition
As detailed above, our laboratory has established that
microglia are capable of recognizing S. aureus and respond
with robust production of numerous proinflammatory
mediators. However, to date, the receptor repertoire
responsible for bacterial recognition remains to be
defined. In macrophages, numerous receptors have been
implicated in bacterial phagocytosis and subsequent acti-
vation leading to proinflammatory mediator release
including Toll-like receptors (TLR), scavenger receptors,
and mannose receptors. The fact that microglia and mac-
rophages share many functional and phenotypical charac-
teristics supports the contention that these receptors may
play an important role in microglial responses to bacteria.
Toll-like receptors are a family of surface receptors
expressed on cells of the innate immune system that allow
for the recognition of conserved structural motifs on a
wide array of pathogens (referred to as pathogen-associ-
ated molecular patterns) [32,33]. To date, eleven TLR have
been identified, with TLR2 playing a pivotal role in recog-
nizing structural components of various gram-positive
bacteria, fungi, and protozoa [34]. Several groups have
reported TLR2 expression in microglia, with receptor
expression augmented following inflammatory activation
[25,35-38]. Relevant to brain abscess, we have demon-
strated that both S. aureus and PGN lead to significant
increases in TLR2 mRNA and protein expression, which
may enhance microglial sensitivity to bacteria during the
course of experimental brain abscess development [25].
Recent studies from our laboratory using primary micro-
glia from TLR2 KO mice have revealed that TLR2 plays a
pivotal role in recognition of PGN but not intact S. aureus
(Kielian, manuscript in preparation). These findings indi-
cate that an alternative receptor(s) is involved in mediat-
ing responses to intact bacteria. Candidates include the
mannose receptor and members of the scavenger receptor
family.
Scavenger receptors encompass a broad range of mole-
cules involved in receptor-mediated phagocytosis of select
polyanionic acids such as lipoteichoic acid of S. aureus
[39]. Although adult microglia do not express scavenger
receptors in the normal CNS, their expression is induced
following inflammation or injury [40]. In the context of
brain abscess, a potential tripartite role for microglial
scavenger receptors can be envisioned that would include
regulating cell adhesion and retention within the inflam-
matory milieu, facilitating bacterial phagocytosis, and
promoting the removal of apoptotic cell debris associated
with the evolving abscess [41]. Preliminary data suggest
that S. aureus and PGN differentially modulate the expres-
sion of several distinct scavenger receptors that may influ-
ence the nature and extent of phagocytosis (Kielian,
unpublished observations). Scavenger receptors have
been implicated in β-amyloid phagocytosis by microglia
in the context of Alzheimer's disease, in part, by the find-
ing that microglia associated with senile plaques express a
high degree of scavenger receptor immunoreactivity
[42,43]. In addition, scavenger receptors have been impli-
cated in β-amyloid uptake by microglia [44-47]. The func-
tional importance of scavenger receptors in S. aureus
phagocytosis by microglia remains to be established.
Microglia have been shown to express functional man-
nose receptors that are responsible for the binding and
phagocytosis of mannosylated and fucosylated ligands of
bacteria [48,49]. Interestingly, proinflammatory
cytokines such as IFN-γ and LPS have been shown to
downregulate mannose receptor expression on microglia
[48,49]. Using microarray analysis, we also recently dem-
onstrated that mannose receptor levels were significantly
attenuated in microglia following S. aureus exposure, sug-
gesting that the regulation of mannose receptor expres-
sion is conserved among diverse stimuli [25]. Following
the subsequent internalization of molecules via the man-
nose receptor by antigen presenting cells, an immune
response can be generated in either a MHC class I, class II,
or CD1-restricted manner [50-52]. In addition, some
studies have indicated a functional coupling of the man-
nose receptor to microbiocidal activities, strongly suggest-
ing a cytotoxic activity linked to mannose receptor-ligand
interactions [53]. The functional importance of mannose
receptors in the initial recognition and phagocytic events
in microglia following S. aureus exposure remain to be
defined. In addition to the receptors described above,
there are additional candidates that may serve as receptors
for S. aureus phagocytosis in microglia including comple-
ment receptor 3 (also known as CD11b/CD18) and
CD14, the latter of which we have shown to be expressed
on microglia and significantly upregulated following acti-
vation with either S. aureus or PGN [10,25].Journal of Neuroinflammation 2004, 1:16 http://www.jneuroinflammation.com/content/1/1/16
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Responses of astrocytes to the brain abscess 
pathogen S. aureus
Astrocytes play a pivotal role in the type and extent of CNS
inflammatory responses. These cells likely play an
important role in the initial recruitment and activation of
peripheral immune cells into the CNS during neuroin-
flammation through the production of several cytokines
and chemokines, such as IL-1, IL-6, IL-10, TNF-α, IFN-α/
β, granulocyte-macrophage colony-stimulating factor
(GM-CSF), macrophage-CSF (M-CSF), granulocyte-CSF
(G-CSF), transforming growth factor-beta (TGF-β),
RANTES, MCP-1, and IFN-γ-inducible protein-10 (IP-10/
CXCL10) [12,54].
Various studies have documented the ability of LPS to
induce nitric oxide (NO), cytokine, and chemokine pro-
duction in astrocytes [55,56]. In contrast, the characteriza-
tion of products produced by astrocytes following
exposure to gram-positive bacteria had remained largely
undefined until recently. Studies from our group have
revealed that primary astrocytes are capable of recognizing
both intact S. aureus and PGN and that they respond with
vigorous proinflammatory cytokine and chemokine pro-
duction [57]. Among the factors produced by S. aureus-
activated astrocytes are NO, TNF-α, IL-1β, MIP-2, MCP-1,
MIP-1α, and MIP-1β. These proinflammatory chemok-
ines may serve as signals for neutrophil (MIP-2), mono-
cyte and lymphocyte (MCP-1, MIP-1β) recruitment in
vivo, whereas IL-1β and TNF-α likely alter blood-brain bar-
rier permeability and induce the expression of critical
adhesion molecules on CNS vascular endothelium
required for immune cell extravasation into brain
abscesses.
Receptors utilized by astrocytes for bacterial 
recognition
Astrocytes have recently been shown to express TLR2
[38,58], and although these cells are capable of respond-
ing to the well-characterized TLR2 ligand PGN [58], the
functional significance of this receptor was not directly
demonstrated until recently. Using primary astrocytes
from TLR2 KO and wild type mice, our laboratory was the
first to report that TLR2 plays a pivotal role in the recogni-
tion of S. aureus and PGN and in subsequent cytokine and
chemokine expression by astrocytes [57]. Interestingly,
the production of these cytokines and chemokines was
only partially attenuated in TLR2 KO astrocytes, suggest-
ing that alternative receptors are also involved in bacterial
recognition. There are numerous candidates for alterna-
tive receptors in astrocytes for gram-positive pathogens
like S. aureus. For example, TLR2 has been shown to form
functional heterodimers with TLR1 and/or TLR6 [59,60],
thereby increasing its range of antigen detection. It has
recently been suggested that CD14 serves as a co-receptor
for TLR2 [61] and enhances the recognition efficiency of
many TLR2-specific ligands including PGN and lipotei-
choic acid [62-64]. Recently, several studies have reported
data that support the involvement of additional, as of yet
uncharacterized pattern recognition receptors in bacterial
recognition [61,65]. Alternatively, activation through
mannose and scavenger receptors that play an important
role in the phagocytic uptake of bacteria and have been
reported to be expressed by astrocytes [66-68] may be
responsible for the residual proinflammatory mediator
expression in TLR2 KO astrocytes. However, to date, the
functional importance of these alternative receptors in
mediating astrocyte activation in response to S. aureus and
PGN is currently not known.
Although astrocytes have been shown to possess phago-
cytic activity in response to β-amyloid [69], apoptotic cells
[70], and yeast [71,72], the phagocytic potential of astro-
cytes is still a subject of controversy. Data from our labo-
ratory indicates that primary astrocytes are capable of
phagocytosing S. aureus [57]. An active phagocytic process
is supported by the finding that astrocytes rapidly inter-
nalize heat-killed S. aureus, indicating that bacterial
uptake occurs via a phagocytic pathway and is not simply
the result of productive infection by live organisms. Inter-
estingly, TLR2 is not a major receptor for bacterial phago-
cytosis in astrocytes since both TLR2 KO and wild type
astrocytes were equally capable of phagocytosing intact S.
aureus organisms in vitro [57]. The receptor(s) responsible
for mediating bacterial uptake in astrocytes are not known
but could include the mannose and/or scavenger recep-
tors described above. Studies to identify receptors respon-
sible for S. aureus phagocytosis by astrocytes and the
optimal conditions required for bacterial uptake are cur-
rently ongoing in our laboratory. Issues such as whether
bacterial internalization is serum-dependent or requires
other bacterial binding proteins must also be addressed.
Conclusions and perspectives
The incidence of brain abscess is expected to persist in the
human population due to the ubiquitous nature of bacte-
ria coupled with the recent emergence of antibiotic-resist-
ant bacterial strains. Therefore, understanding the roles of
both host anti-bacterial immune responses along with
bacterial virulence factors may lead to the establishment
of novel therapeutic treatments for brain abscess. The
mouse S. aureus experimental brain abscess model pro-
vides an excellent tool for deciphering the importance of
various mediators in disease pathogenesis. Especially
appealing is the ability to examine the role of specific fac-
tors using transgenic and knockout mice because, in our
experience, all of the mouse strains examined with this
model have qualitatively similar inflammatory profiles
following bacterial challenge. In addition, the conse-
quences of S. aureus infection do not appear to be influ-
enced by gender, as the responses of female and maleJournal of Neuroinflammation 2004, 1:16 http://www.jneuroinflammation.com/content/1/1/16
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mice are similar- another advantage when performing
studies with knockout or transgenic mice where animal
numbers are often limiting.
The responses of microglia and astrocytes to S. aureus have
been elucidated in terms of proinflammatory mediator
expression and in general, have been found to be qualita-
tively similar to those observed following LPS exposure.
Although studies with primary microglia and astrocytes
from TLR2 KO mice reveal an important role for this
receptor in mediating S. aureus-dependent activation, it is
clear that additional receptors are also involved in glial
responses to this bacterium. This functional redundancy is
not surprising because these pathogens have the potential
for devastating consequences in a tissue that has limited
regenerative capacity such as the CNS.
The implications of glial cell activation in the context of
brain abscess are likely several-fold. First, parenchymal
microglia and astrocytes may be involved in the initial
recruitment of professional bactericidal phagocytes into
the CNS through their elaboration of chemokines and
proinflammatory cytokines. Second, microglia exhibit S.
aureus bactericidal activity in vitro, suggesting that they
may also participate in the initial containment of bacterial
replication in the CNS. However, their bactericidal activity
in vitro is not comparable to that of neutrophils or macro-
phages, suggesting that this activity may not be a major
effector mechanism for microglia during acute infection.
Third, activated microglia have the potential to influence
the type and extent of anti-bacterial adaptive immune
responses through their upregulation of MHC class II and
co-stimulatory molecule expression. Finally, if glial activa-
tion persists in the context of ongoing inflammation, the
continued release of proinflammatory mediators could
damage surrounding normal brain parenchyma. Indeed,
inappropriate glial activation has been implicated in sev-
eral CNS diseases including multiple sclerosis and its ani-
mal model experimental autoimmune encephalomyelitis
as well as Alzheimer's disease. The continued use of trans-
genic and knockout mice for in vivo studies will facilitate
our understanding of immune mechanisms contributing
to brain abscess pathogenesis.
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MIP macrophage inflammatory protein
NO nitric oxide
PGN peptidoglycan
RANTES regulated upon activation T cell expressed and
secreted
TGF transforming growth factor
TNF tumor necrosis factor
Competing interests
None declared.
Acknowledgements
I would like to thank Drs. Paul Drew and Nilufer Esen for critical review of 
the manuscript. This work was supported by grants from the National Insti-
tutes of Health NS40730 and MH65297.
References
1. Mathisen GE, Johnson JP: Brain abscess.  Clin Infect Dis 1997,
25:763-779. quiz 780-761
2. Townsend GC, Scheld WM: Infections of the central nervous
system. Adv Intern Med 1998, 43:403-447.
3. Flaris NA, Hickey WF: Development and characterization of an
experimental model of brain abscess in the rat. Am J Pathol
1992, 141:1299-1307.
4. Kielian T, Hickey WF: Proinflammatory cytokine, chemokine,
and cellular adhesion molecule expression during the acute
phase of experimental brain abscess development. Am J Pathol
2000, 157:647-658.
5. Kielian T, Barry B, Hickey WF: CXC chemokine receptor-2 lig-
ands are required for neutrophil-mediated host defense in
experimental brain abscesses. J Immunol 2001, 166:4634-4643.Journal of Neuroinflammation 2004, 1:16 http://www.jneuroinflammation.com/content/1/1/16
Page 9 of 10
(page number not for citation purposes)
6. Kielian T, Hickey WF: Chemokines and Neural Inflammation in Experi-
mental Brain Abscesses Amsterdam: Elsevier Science B.V; 2002. 
7. Kielian T, Bearden ED, Baldwin AC, Esen N: IL-1 and TNF-alpha
play a pivotal role in the host immune response in a mouse
model of Staphylococcus aureus-induced experimental brain
abscess. J Neuropathol Exp Neurol 2004, 63:381-396.
8. Kielian T, Cheung A, Hickey WF: Diminished virulence of an
alpha-toxin mutant of Staphylococcus aureus in experimen-
tal brain abscesses. Infect Immun 2001, 69:6902-6911.
9. Baldwin AC, Kielian T: Persistent immune activation associated
with a mouse model of Staphylococcus aureus-induced
experimental brain abscess. J Neuroimmunol 2004, 151:24-32.
10. Kielian T, McMahon M, Bearden ED, Baldwin AC, Drew PD, Esen N:
S. aureus-dependent microglial activation is selectively
attenuated by the cyclopentenone prostaglandin 15-deoxy-
delta12,14-prostaglandin J2 (15d-PGJ2). J Neurochem  in press.
11. Aloisi F: Immune function of microglia. Glia 2001, 36:165-179.
12. Dong Y, Benveniste EN: Immune function of astrocytes. Glia
2001, 36:180-190.
13. Blamire AM, Anthony DC, Rajagopalan B, Sibson NR, Perry VH, Styles
P: Interleukin-1beta-induced changes in blood-brain barrier
permeability, apparent diffusion coefficient, and cerebral
blood volume in the rat brain: a magnetic resonance study. J
Neurosci 2000, 20:8153-8159.
14. Claudio L, Martiney JA, Brosnan CF: Ultrastructural studies of
the blood-retina barrier after exposure to interleukin-1 beta
or tumor necrosis factor-alpha. Lab Invest 1994, 70:850-861.
15. Quagliarello VJ, Wispelwey B, Long WJ Jr, Scheld WM: Recom-
binant human interleukin-1 induces meningitis and blood-
brain barrier injury in the rat. Characterization and compar-
ison with tumor necrosis factor. J Clin Invest 1991, 87:1360-1366.
16. Wong D, Dorovini-Zis K: Upregulation of intercellular adhe-
sion molecule-1 (ICAM-1) expression in primary cultures of
human brain microvessel endothelial cells by cytokines and
lipopolysaccharide. J Neuroimmunol 1992, 39:11-21.
17. Gruol DL, Nelson TE: Physiological and pathological roles of
interleukin-6 in the central nervous system. Mol Neurobiol 1997,
15:307-339.
18. Cassatella MA: The production of cytokines by polymorphonu-
clear neutrophils. Immunol Today 1995, 16:21-26.
19. Cassatella MA: Neutrophil-derived proteins: selling cytokines
by the pound. Adv Immunol 1999, 73:369-509.
20. Lo WD, Chen R, Boue DR, Stokes BT: Effect of neutrophil deple-
tion in acute cerebritis. Brain Res 1998, 802:175-183.
21. Stenzel W, Soltek S, Schluter D, Deckert M: The intermediate fil-
ament GFAP is important for the control of experimental
murine Staphylococcus aureus-induced brain abscess and
Toxoplasma encephalitis.  J Neuropathol Exp Neurol 2004,
63:631-640.
22. Cheung AL, Bayer AS, Zhang G, Gresham H, Xiong YQ: Regulation
of virulence determinants in vitro and in vivo in Staphyloco-
ccus aureus. FEMS Immunol Med Microbiol 2004, 40:1-9.
23. Bronner S, Monteil H, Prevost G: Regulation of virulence deter-
minants in Staphylococcus aureus: complexity and
applications. FEMS Microbiol Rev 2004, 28:183-200.
24. Gomez MI, Lee A, Reddy B, Muir A, Soong G, Pitt A, Cheung A, Prince
A: Staphylococcus aureus protein A induces airway epithelial
inflammatory responses by activating TNFR1. Nat Med 2004,
10:242-248.
25. Kielian T, Mayes P, Kielian M: Characterization of microglial
responses to Staphylococcus aureus: effects on cytokine,
costimulatory molecule, and Toll-like receptor expression. J
Neuroimmunol 2002, 130(1–2):86-99.
26. Giulian D, Corpuz M: Microglial secretion products and their
impact on the nervous system. Adv Neurol 1993, 59:315-320.
27. Aloisi F, Ria F, Penna G, Adorini L.: Microglia are more efficient
than astrocytes in antigen processing and in Th1 but not Th2
cell activation. J Immunol 1998, 160(10):4671-4680.
28. Frei K, Lins H, Schwerdel C, Fontana A: Antigen presentation in
the central nervous system. The inhibitory effect of IL-10 on
MHC class II expression and production of cytokines
depends on the inducing signals and the type of cell analyzed.
J Immunol 1994, 152:2720-2728.
29. Xu J, Ling EA: Induction of major histocompatibility complex
class II antigen on amoeboid microglial cells in early postna-
tal rats following intraperitoneal injections of lipopolysac-
charide or interferon-gamma. Neurosci Lett 1995, 189:97-100.
30. Menendez Iglesias B, Cerase J, Ceracchini C, Levi G, Aloisi F: Analy-
sis of B7-1 and B7-2 costimulatory ligands in cultured mouse
microglia: upregulation by interferon-gamma and lipopoly-
saccharide and downregulation by interleukin-10, prostag-
landin E2 and cyclic AMP-elevating agents.  J Neuroimmunol
1997, 72:83-93.
31. O'Keefe GM, Nguyen VT, Ping Tang LL, Benveniste EN: IFN-gamma
regulation of class II transactivator promoter IV in macro-
phages and microglia: involvement of the suppressors of
cytokine signaling-1 protein. J Immunol 2001, 166:2260-2269.
32. Qureshi ST, Medzhitov R: Toll-like receptors and their role in
experimental models of microbial infection.  Genes Immun
2003, 4:87-94.
33. Takeda K, Kaisho T, Akira S: Toll-like receptors. Annu Rev Immunol
2003, 21:335-376.
34. Kopp E, Medzhitov R: Recognition of microbial infection by
Toll-like receptors. Curr Opin Immunol 2003, 15:396-401.
35. Laflamme N, Soucy G, Rivest S: Circulating cell wall components
derived from gram-negative, not gram-positive, bacteria
cause a profound induction of the gene-encoding Toll-like
receptor 2 in the CNS. J Neurochem 2001, 79:648-657.
36. Zekki H, Feinstein DL, Rivest S: The clinical course of experi-
mental autoimmune encephalomyelitis is associated with a
profound and sustained transcriptional activation of the
genes encoding toll-like receptor 2 and CD14 in the mouse
CNS. Brain Pathol 2002, 12:308-319.
37. Rasley A, Anguita J, Marriott I: Borrelia burgdorferi induces
inflammatory mediator production by murine microglia. J
Neuroimmunol 2002, 130:22-31.
38. Bsibsi M, Ravid R, Gveric D, van Noort JM: Broad expression of
Toll-like receptors in the human central nervous system. J
Neuropathol Exp Neurol 2002, 61(11):1013-1021.
39. Peiser L, Mukhopadhyay S, Gordon S: Scavenger receptors in
innate immunity. Curr Opin Immunol 2002, 14:123-128.
40. Husemann J, Loike JD, Anankov R, Febbraio M, Silverstein SC: Scav-
enger receptors in neurobiology and neuropathology: their
role on microglia and other cells of the nervous system. Glia
2002, 40:195-205.
41. Platt N, Gordon S: Is the class A macrophage scavenger recep-
tor (SR-A) multifunctional? – The mouse's tale. J Clin Invest
2001, 108:649-654.
42. Christie RH, Freeman M, Hyman BT: Expression of the macro-
phage scavenger receptor, a multifunctional lipoprotein
receptor, in microglia associated with senile plaques in
Alzheimer's disease. Am J Pathol 1996, 148:399-403.
43. Coraci IS, Husemann J, Berman JW, Hulette C, Dufour JH, Campan-
ella GK, Luster AD, Silverstein SC, El-Khoury JB: CD36, a class B
scavenger receptor, is expressed on microglia in Alzheimer's
disease brains and can mediate production of reactive oxy-
gen species in response to beta-amyloid fibrils. Am J Pathol
2002, 160:101-112.
44. Paresce DM, Ghosh RN, Maxfield FR: Microglial cells internalize
aggregates of the Alzheimer's disease amyloid beta-protein
via a scavenger receptor. Neuron 1996, 17:553-565.
45. El Khoury J, Hickman SE, Thomas CA, Cao L, Silverstein SC, Loike JD:
Scavenger receptor-mediated adhesion of microglia to beta-
amyloid fibrils. Nature 1996, 382:716-719.
46. Husemann J, Loike JD, Kodama T, Silverstein SC: Scavenger recep-
tor class B type I (SR-BI) mediates adhesion of neonatal
murine microglia to fibrillar beta-amyloid.  J Neuroimmunol
2001, 114:142-150.
47. Bamberger ME, Harris ME, McDonald DR, Husemann J, Landreth GE:
A cell surface receptor complex for fibrillar beta-amyloid
mediates microglial activation. J Neurosci 2003, 23:2665-2674.
48. Marzolo MP, von Bernhardi R, Inestrosa NC: Mannose receptor is
present in a functional state in rat microglial cells. J Neurosci
Res 1999, 58:387-395.
49. Zimmer H, Riese S, Regnier-Vigouroux A: Functional characteri-
zation of mannose receptor expressed by immunocompe-
tent mouse microglia. Glia 2003, 42:89-100.
50. Apostolopoulos V, Pietersz GA, Gordon S, Martinez-Pomares L,
McKenzie IF: Aldehyde-mannan antigen complexes target the
MHC class I antigen-presentation pathway. Eur J Immunol 2000,
30:1714-1723.Publish with BioMed Central    and   every 
scientist can read your work free of charge
"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
available free of charge to the entire biomedical community
peer reviewed and published  immediately upon acceptance
cited in PubMed and archived on PubMed Central 
yours — you keep the copyright
Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp
BioMedcentral
Journal of Neuroinflammation 2004, 1:16 http://www.jneuroinflammation.com/content/1/1/16
Page 10 of 10
(page number not for citation purposes)
51. Engering AJ, Cella M, Fluitsma D, Brockhaus M, Hoefsmit EC, Lanza-
vecchia A, Pieters J: The mannose receptor functions as a high
capacity and broad specificity antigen receptor in human
dendritic cells. Eur J Immunol 1997, 27:2417-2425.
52. Prigozy TI, Sieling PA, Clemens D, Stewart PL, Behar SM, Porcelli SA,
Brenner MB, Modlin RL, Kronenberg M: The mannose receptor
delivers lipoglycan antigens to endosomes for presentation
to T cells by CD1b molecules. Immunity 1997, 6:187-197.
53. Lefkowitz DL, Lincoln JA, Lefkowitz SS, Bollen A, Moguilevsky N:
Enhancement of macrophage-mediated bactericidal activity
by macrophage-mannose receptor-ligand interaction. Immu-
nol Cell Biol 1997, 75:136-141.
54. Benveniste EN: Cytokines: influence on glial cell gene expres-
sion and function. In: Neuroimmunoendorinology Volume 69. Edited
by: Blalock JE. Basel: S Karger; 1997:31-75. 
55. Simmons ML, Murphy S: Induction of nitric oxide synthase in
glial cells. J Neurochem 1992, 59:897-905.
56. Park SK, Murphy S: Duration of expression of inducible nitric
oxide synthase in glial cells. J Neurosci Res 1994, 39:405-411.
57. Esen N, Tanga FY, DeLeo JA, Kielian T: Toll-like receptor 2
(TLR2) mediates astrocyte activation in response to the
Gram-positive bacterium Staphylococcus aureus. J Neurochem
2004, 88:746-758.
58. Bowman CC, Rasley A, Tranguch SL, Marriott I: Cultured astro-
cytes express toll-like receptors for bacterial products. Glia
2003, 43:281-291.
59. Ozinsky A, Underhill DM, Fontenot JD, Hajjar AM, Smith KD, Wilson
CB, Schroeder L, Aderem A: The repertoire for pattern recog-
nition of pathogens by the innate immune system is defined
by cooperation between toll-like receptors. Proc Natl Acad Sci U
S A 2000, 97:13766-13771.
60. Kirschning CJ, Schumann RR: TLR2: cellular sensor for microbial
and endogenous molecular patterns. Curr Top Microbiol Immunol
2002, 270:121-144.
61. Henneke P, Takeuchi O, van Strijp JA, Guttormsen HK, Smith JA,
Schromm AB, Espevik TA, Akira S, Nizet V, Kasper DL, Golenbock
DT: Novel engagement of CD14 and multiple toll-like recep-
tors by group B streptococci. J Immunol 2001, 167:7069-7076.
62. Schwandner R, Dziarski R, Wesche H, Rothe M, Kirschning CJ: Pep-
tidoglycan- and lipoteichoic acid-induced cell activation is
mediated by toll-like receptor 2.  J Biol Chem 1999,
274:17406-17409.
63. Yoshimura A, Lien E, Ingalls RR, Tuomanen E, Dziarski R, Golenbock
D: Cutting edge: recognition of Gram-positive bacterial cell
wall components by the innate immune system occurs via
Toll-like receptor 2. J Immunol 1999, 163:1-5.
64. Wetzler LM: The role of Toll-like receptor 2 in microbial dis-
ease and immunity. Vaccine 2003, 21(Suppl 2):S55-60.
65. Koedel U, Angele B, Rupprecht T, Wagner H, Roggenkamp A, Pfister
HW, Kirschning CJ: Toll-like receptor 2 participates in media-
tion of immune response in experimental pneumococcal
meningitis. J Immunol 2003, 170:438-444.
66. Burudi EM, Riese S, Stahl PD, Regnier-Vigouroux A: Identification
and functional characterization of the mannose receptor in
astrocytes. Glia 1999, 25:44-55.
67. Burudi EM, Regnier-Vigouroux A: Regional and cellular expres-
sion of the mannose receptor in the post-natal developing
mouse brain. Cell Tissue Res 2001, 303:307-317.
68. Husemann J, Silverstein SC: Expression of scavenger receptor
class B, type I, by astrocytes and vascular smooth muscle
cells in normal adult mouse and human brain and in Alzhe-
imer's disease brain. Am J Pathol 2001, 158:825-832.
69. Nagele RG, D'Andrea MR, Lee H, Venkataraman V, Wang HY:
Astrocytes accumulate A beta 42 and give rise to astrocytic
amyloid plaques in Alzheimer disease brains. Brain Res 2003,
971:197-209.
70. Magnus T, Chan A, Linker RA, Toyka KV, Gold R: Astrocytes are
less efficient in the removal of apoptotic lymphocytes than
microglia cells: implications for the role of glial cells in the
inflamed central nervous system. J Neuropathol Exp Neurol 2002,
61:760-766.
71. Iacono RF, Berria MI: A quantitative approach to correlate
astrocyte differentiation and phagocytic activity. Biocell 2000,
24:145-150.
72. Gomez RM, Berria MI, Sterin-Borda L: Cholinergic modulation of
baker's yeast cell phagocytosis by rat astrocytes. Neurosci Lett
2004, 365:19-22.